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Dear Sir: 

I, Nicholas M. Valiante, declare as follows: 

1 . I am the inventor of the above-referenced patent application, and am familiar with the 
contents thereof. 

2. I hold a Ph.D. in Immunology and I am currently Head of Immunology for Novartis 
Vaccines & Diagnostics in the United States. I am experienced in and remain actively engaged in 
the field of pharmaceutical research and development. I have been working in the field of vaccine 
discovery for over 1 1 years. A copy of my curriculum vitae is attached hereto as Exhibit A. 

3. The present invention is directed in part towards pharmaceutical vaccine compositions 
comprising a small molecule immune potentiator (SMIP) compound of formula XXI and an antigen, 
where the compound of formula XXI functions as a vaccine adjuvant and is present in an amount 
effective to enhance the immune response to the antigen. 
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4. I understand that the Office has rejected the pending claims because they are alleged to 
be obvious over Chamberlain et al. (US 2005/023083 Al) in view of Klaviniskis et al. (US 
2003/0147923). 

5. Chamberlain et al. (US 2005/023083 Al) describe the use of benzimidazole-substituted 
diaminopyrimidine compounds for treating disorders mediated by VEGFR-2 and TIE-2 kinases and 
those relating to angiogenesis, such as cancer. Chamberlain et al. describe oil-in-water emulsions as 
carriers for the oral administration of the disclosed compounds. However, oil-in-water formulations 
of small molecule drugs are not necessarily suitable for vaccine formulations. Chamberlain et al. 
mention use of their compounds in combination with other cancer therapeutics, such as 
chemotherapeutic, hormonal or antibody agents. None of these 'therapeutic agents' would be 
expected to work by eliciting an immune response, so one of skill in the art would have no reason to 
combine Chamberlain's compounds with an antigen or immunogenic composition. 

6. Klaviniskis et al. (US 2003/0147923) disclose vaccine compositions containing a 
bacterium spore (B. subtilis) that acts as an adjuvant to enhance an immune response, when 
combined with an antigen. Various antigens are described, and at least some such compositions are 
said to be useful to treat certain cancers. 

7. Because the compounds of Chamberlain et al. and the vaccine compositions of 
Klaviniskis et al. were generally referred to as useful for treating cancer, the Office has alleged that 
it would have been obvious to combine a compound of Formula XXI with a vaccine composition of 
Klaviniskis et al. to arrive at a composition within the scope of the claims. 

8. From my personal knowledge of the field of vaccine formulations, I state that it is well 
known in the art that vaccine compositions require specialized formulations and are not ordinarily 
combined with small molecule therapeutic agents. I further state that practitioners of this art would 
recognize that mixing a vaccine and a therapeutic agent into a single composition would generally 
be inappropriate and undesirable, because it would limit the ability to optimize the frequency and 
route of administration for each agent. 
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9. In addition, I state that skilled practitioners would recognize the likelihood that 
combining a vaccine composition and a therapeutic agent could lead to adverse drug interactions. 
For example, an adjuvant in a vaccine composition could cause an immune reaction to a drug 
physically admixed with the vaccine composition. For at least these reasons, a skilled practitioner 
in this art would not combine a vaccine and a small molecule drug like the compounds disclosed by 
Chamberlain et al. into a single composition just so they can be administered as a single 
composition. 

10. Moreover, I state that those of skill in the art would recognize that concurrent treatment 
with a vaccine and another therapeutic agent does not require mixing these materials together, and 
in view of the expected differences in administration and the potential for adverse interactions, they 
ordinarily would not be mixed by a person of ordinary skill. Where concurrent treatment is desired, 
a skilled practitioner would preferably administer each agent to a single patient separately, allowing 
each agent to be delivered under optimal conditions. 

1 1 . The present claims require an amount of a compound of formula XXI that is effective 
to enhance an immune response. One of ordinary skill in the art can readily determine this amount. 
However, it is not possible to know whether the amount of Chamberlain's drug required to produce 
a therapeutic effect (such as the treatment of cancer) would be sufficient to provide an enhanced 
immune response to an antigen. 

12. The specification demonstrates that compounds of formula XXI produce an unexpected 
immune-stimulating response or agonistic to an antigen in the claimed compositions. These effects 
could not have been expected from the cited documents, which disclose only antiangiogenic or 
antagonistic activity for the compounds of Chamberlain et al. 

I declare that all statements made herein of my own knowledge are true and that all 
statements made on information and belief are believed to be true; and further, that these statements 
are made with the knowledge that willful, false statements and the like so made are punishable by 
fine or imprisonment or both, under Section 1001 of Title 18 of the United States Code and that 
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such willful false statements may jeopardize the validity of the application or any patent issued 
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